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Streptogramins and a process for preparing 
streptogramins by inutasynthesis 

The present invention relates principally to 
novel compounds which are related to the group B 
5 streptogramins, and to a process for preparing 

streptogramins by mutasynthesis . It also relates to 
novel genes which are involved in the biosynthesis of 
precursors of the group B streptogramins, and to their 
uses . 

10 The streptogramins form a homogeneous group 



(J* of antibiotics consisting of an association of two 

,S types of chemically different molecules; on the one 

E! 

hand polyunsaturated macrolactones (group A components) 
and, on the other hand, depsipeptides (group B 

5 ft 

j~ 15 components) . This group comprises numerous antibiotics 

^ which are known under different names according to 

their origin and includes pristinamycins , mikamycins 
and virginiamycins (Cocito 1979, 1983) . 

The A and B components have a synergistic 
20 antibacterial activity which can amount to 100 times 

that of the separate components and which, contrary to 
that of each component, is bactericidal (Cocito 1979) . 
This activity is more particularly effective against 
Graa positive bacteria such as Staphylococci and 
25 Streptococci (Cocito 1979, Videau 1982). Components A 
and B inhibit protein synthesis by binding to the SOS 
REPLACEMENT SHEET (RULE 26) 
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- R 3 and R 4 repr sent, independently of each 
other, a hydrogen atom or a methyl group, 

- R 3 represents a hydrogen atom or a hydroxyl 

group, 

- X represents a CO, CHOH or CH 3 group, and 

- R x represents: 
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CH„ 




or 
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with 

- for the meta^derivatives ; 

A, C, D and E representing a hydrogen atom, and 
10 B being able to represent 

- a halogen, and preferably a fluorine atom, 
v/ - a monoalkylamino or dialkylamino group, 

with alkyl preferably representing a methyl or ethyl 
group, 

15 - an ether group; more particularly an OR 

group with R being preferably selected from among the 
methyl, ethyl, trif luoromethyl and allyl groups, 

- a thioether group, preferably represented 
by an alkylthio group with alkyl preferably 

2 0 representing a methyl group, 

- a C x to C 3 alkyl group, or 

- a trihalogenom thyl group, preferably 
trif luoromethyl 



_ for the r ara derivatives 

A< B , D and E representing a hydrogen atom, and 
C being able to represent: 

- a halogen, 

- an NRjR 2 group with R, and R 3 representing, 
independently of each other, a group selected from 
among 

- hydrogen , 

^- a straight -chain or branched C, to C« 
alkyl group where, when one of the eubstituents R, or R, 
represents a methyl group, the other necessarily 

represents an ethyl group, 

- an alkyl-cycloalkylmethyl group with a 

C 3 to C 4 cycloalkyl, 

- an optionally substituted C 3 to C 4 

cycloalkyl group, 

- a straight -chain or branched C x to C 4 

alkenyl group where, when one of the substituents R> or 
Rj represents an alkenyl group, the other is different 
from a methyl group or a C3 to C6 cycloalkyl, 

- a substituted or unsubstituted N- 

pyrrolidinyl group, 

- an ether group; preferably an OR group with 

R preferably being selected from among the methyl and 
; ethyl groups, where appropriate substituted by a 

chlorine atom, or trif luorcmethyl and alkenyl groups 

- a thioether group, preferably represent d 
by an alkylthio group with alkyl pref rably 



representing a C x to C 3 alkyl group, 

- an acyl or alkoxycarbonyl group and/ more 
particularly, a COR group with R preferably 
representing a C x to C 3 alkyl group or a C x to C 3 alkoxy 

5 group, 

• a Cj to C 6 alkyl group which is straight - 
chain or branched and which is preferably selected from 
among the methyl, isopropyl and tert -butyl groups, 

- an alkylthiomethyl group and, more 
G 10 preferably, a CH2SR group with R preferably 

*fl representing a C x to C 3 alkyl group, 

m 

SI - an aryl group, preferably a phenyl group, 

i=5 or 

h - a trihalogenomethyl group, preferably 

U 

15 trif luoromethyl 

lp - for the meta-para disubsti tuted derivatives: 
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A, D and E representing a hydrogen atom, and 
B being able to represent: 

- a halogen, preferably a fluorine atom, 

20 - a monoalkyl amino or dialkylamino group with 

alkyl preferably representing a methyl or ethyl group, 

- an ether group and preferably an OR group 
with R preferably selected from among the methyl, ethyl 
and trif luoromethyl groups, 

25 - a thioether group and preferably alkylthio 

with alkyl preferably r presenting an ethyl group, or 

- a Cj to C, alkyl group, and 
C b ing able to represent: 



